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SUMM‘ARY: The Food and Drug Administration (FIX%) is ksuitig a final &lie i( > ‘” 
L%. / . . . *..,*,> .,/,;* (llr*, _” _a. ,*, .,e>-,.>” FS, /_I_ amending the finai monograph~~(““~ for over-;h,e-counter (OTC) d$~cl;s;+.$i’ .*c ” -’ 

,: I! 
drug products to revise labeling for the statement of.ia-entity;“Li;arnings; -‘I’ ’ ’ 

directions; and other, required statements. Pediculici&‘&ug products are used ” 
+. 1 

for the treatment of head, pubic (crab), and body ‘iice~‘FfjA is:issuing~ this”fi& i _‘_ .:,,::. , 
“I‘ ” 

rule as part of its ongoing review ~of OTC’drug products after^c~~~~~~ering.~ublic ., .- ‘1/L_‘ 

comment on its proposed regulation and all relevant data and”informati&that 
” ,i -;. 

have come to the agency’s attention. 
,, 

d DATES: Efjcective D&e: This final rule is effective [irises date 28 months abei _ .,(_ 0~‘” : 
date ofpublication in the Federal Rhgisterf. 

t ., 



,_, : 
Evaluation and Research,,(HFD-SEO), Food andDrug Administration, 5k$d* ,_ 
Fishers Lane, RocKlle, MD .2I@Fj7, 301:827-222'2',' “: .’ I ^ j 

SUPPLEMENTARY INFORMATION:’ 
j.. 

I. Background 

., ~ ‘_ _._. \(,,*-\~_j li _I,. published a final rule in the form of a’FMin part 358 (21 Cl% part 358; sub$art 
” x 

G) establishing conditions under whict;‘O~.~‘ijediculiciae ‘drug product$‘are 

generally recognized as safe and effective.‘The effektive date ofthe final ~$e 
;i; / was December 14,1994. Since that time, FDA has determined that,l$$ng . / s. _ i‘ . i’. _. _I 

in the statement of identity, warnings, directions, and certain ,other requkred 

statements in the pediculicide monograph should be’amended.“~’ _I> ,. .‘i h,,- i 

In the Federal Register of March 17, 1999 (6% FR 13254), I?DA published 
.>, ;..“.. ! 

a final rule that established a standardized ‘format an;i[‘an’dardized ,6or;tk,nt ._ I . ,. i > I 
requirements for OTC drug product labeling in § 201.66. (21 CJ$ 201.,$6).! In a 

1 
that same final rule (64 FR 13254 at 13296), FDA amended the FM for C$C. : ., . . /. : :--,. _. 
pediculicide drug products and removed the requirement in”$358:65d(d)(~)’ ’ I ;,I .,l. t 
that the direction “Important: Read warnings before using” be printed $ail 

., :- ,. i 
capital letters. The sentence”>now needs toappear-in boldface type with only 

I / i 
the word “Important” and the first letter in the word “Read”‘-k$it&zed: 

In the Federa! Register of May lo,2002 (67 FRY 3’l739), FDA published _ ._ “._ . ,., -I :,. ?. ,/. / ‘. _. T. 
a proposed rule to&amend the FM for OTC ‘pediculkidk ‘drug products to revise 

labeling for the statement of identity, warning& .diredtions,- and’other required~ ‘. .- .i;, , .,“,_ Lee . . . _. “. l.i . ,,_ ,,, , ~ _ _. .I . . i me*. “~... ..‘. .r ,a:,. ), j.i.,r,_ ,:,* ., -+-,c”.(;;.~.t,,<. A..~‘” ,“,“I: ‘r _’ 
statements to increase the probabrhty of treatment success with these products. . . $ 
In response to that proposal, one OTC trade askociation*‘and a~@ofe&or “of “I,” ., -“;:) ,.,, “_ .~ ̂ ..._ .i .__ 



clinical toxicology-y subniitted Gmments, whichVE’&,-:ij, ie$&di@ to iA this ;. ;_ 

” ,: -I,,,,, ,” .’ I ., 

outer package have a statement directing consumers to in insert‘ for mor$ ,. ,__ I ,.( “., : iI : ..+ :>:i ;,qz “, Jr., “2 +,- “‘: ..~‘p”, ‘:( \ ., ,/” : _ ,. ,., _ :.i) 
complete directions. The c Ommen t suggested _ ’ _ :“?,A-. _ 

/ ,.\; ‘ 

important informatioti to help get rid of Ii&:““” 

a statement 



and could incorpbrate a’ refii;re,tic”< to a cdtib provid&l in the package. 
.-~‘i ., :‘. 

; 
1 _.,. ,,‘._> \ . . . . . . . f. .i /_.. ._‘*/_‘., _ ,,_. A”...j**,” :-::1,.: y:, _\_ “,:“,1. I_ ‘,., 

FDA considered,.the‘length of the~ad’ditional d~irect’ions and provided m 
,’ _l. *- 

.*/ ” ,1 S”, , 3 ,“. % )) _ ;., ,j ._ y,c..$,” --“_ ; ,;y ), l: _)( ,, ;: _,’ :_: , :. (_” 
the May 10, 2002 proposal (§ 358.650(e)) that the detailed &?&I&$& r’&$red 

_,. ” 
_ ., z i ((, . ._ &,,J-;:.-:.,, .bF,qd.:-’ .:; ;,. ‘. ;- *:-. :. 

under the heading “Other information” may’@%ar in’ Qpac’kage insert. If that 

occurs, the “Other inform,ation” section on the outer label only needs to: _. aI “. -. _ ,A. C,.>) 2: “” ,,:: .$ ,.; : ,.f .~ . .._ _I ,” _” .* -_ ‘,. ,~, ‘_, ‘,, >i _,.,: ,t. 1 I’.,’ ” ),. 
include a statement that refers to the package insert for additional information. ^. - 

1: The inf*rmation ;>out use ~fa c~omb.;i; partlof-.Be esse;t~aiir;atment ,b’ i,‘:. j. ~. I ,j y. i 
,I .a,_ .’ _“, “1” . , “.;. ; directions (~ 358.~50(d)o) a&d, thus, ne&;lis t’o..appea;.bnih& oute; lab;l,LIf ’ ‘-:“““.““-.., ., -* . 

d -: .( :. 
the product does not have a comb with it, consumers wouldneed to. kno? “’ 

: )_I, LI-: i..” ,.\ZI :i-. _ ( I _ _- ._ 
..i ., ,., x _ >, ; 1”:. at the point of puichase that they may afio t,eed ;; p;;;2gie ;spe;fif,.p$&L -. :,-~.i:,‘-; :+ T;u .:i . -^‘-. .- ., 

,. .’ __l j ,$ .s I_ -_- -: . .“s. ,>f”‘<” : ““:“:- :” :..,:, J .“;‘ -I<.:*:, * ,:, ;;, ‘:..” 
to use with the product. FDA is clarifying the introductory paragraph in j “.I 

> I, 
., * _..I ..” 1 I / 7-o) -,, 1 “~“-‘e.~*,~ 2 “. i&k. ,,* *x,.. ,a ;c ‘&‘ I_,;.(. ,*.A ;I ̂ ,, I.> .,. _a . . ,.,;:., “,~_, .; .” $“).‘“.i\l ., * > ‘. -“:“y”- ,,%F p’ j.-,~d,.e,. 

§ 358.650(e) to read that if a package’insert is used, the “~olherTriformati~~~r 
I . . j”, _..” L- 

^I j,. * ’ ,~> :i. z : j*. I ,: 

/ _ ‘” c; ; f : , ,‘~ ‘/, -’ . I, ,; i 9. ,; _” “:; ,- f”“.,::,:: _ -. :, ““Z 
0 Instruction fo cpnsult a ‘doctor fo? children under,2 years-of age. 

). .-, ,” 

.. _( : ‘. ,, i I: 



rationale for doubhng the time and pediculicide’manufacturers know’o[;n,o ._ ,~ ., ” I _,, _ r. i, * ‘_, . 
I - : ( ‘ii.., ,, .‘; _ ._o,_ >_,“..,>,. “i~,“;“*,“.,.<a% ..:j.“.L .:I .ar.q‘- 

evidence showing ~ore-than‘~‘“we’~~~is needed G$Gvent reinfestationi 
5 i-. _ 

j I,r, S( 

FDA initiated 
. :  ” ‘,, , / .a_ 

. .  i< .“y‘ ;  “;” , , ; ;  ::> I_ I  :  ,“‘*’ %.  :’ 
.,,.-“:,~:~~.r. :I”- ‘-. +.-: .:,:‘.’ ‘ 

the’ &ange ‘for sealing item&hat ;annot be washed i.r$.a 
,  I ,  ‘I ^, 

_ 
_ 

L ,.I. 4 
to 4 weeks for greater assurance o’f ~$eventing head h&e ” ,>’ -. ., ‘!- 

plastic bag from i 

reinfestation. In the last few years, ped.iculosis fact sheets ‘have recommended” ” ‘G’, :; ,.i*,*‘” .-’ sh‘,-c‘ .,: 2; ? ..I ,, I; I ..^I ,- “_ +-,-- “~C. .,. _; : z ; 
longer sealing times. One sheet (Ref~ 1) instruc&s to ‘,‘paLk the &ms in’ a &aied ’ 

,_ 

risk from dormant nits.” Based on these recent ~recommendatj,ons, the ‘agency .:i ” >I>.,.__ .- _ .A ,, 
has determined t<at a 4-week time period*,Liil ,,; gi~L’xf;r ~;sufan’ce of: :;., ia- ii. ‘..’ 

., 
I” . ..’ ” 1, .,..,, ,i,. 6 “, I 

preventing head lice reinfestation; 

should allow for 

product-specific 

well before use,” ‘rapply to dry hair,” 
.“../ _.,, of’+ ,, ‘, 

or con,di~tion$ for:stora”ge:‘~The comment / ._ :. ^_ , / ., + ,__,,^ 1 , ~.,r‘ 1, I ” ., j 



. ,  _ I . . .  . .b ,  
:  - :  >  

(L  ,  ._  7 .  _^ I  ’ -’ :-  

,  6  

C . W ill Labe l i ng  fo r  N e w  D r u g ’A p p l icat ion 
,_  . . . I. 

S a k e  T ime  as  th e  i& n ,o g r & p h  P ~ o d U C F S ? “’ ,_ ~ , (*-.-.b  



caused an adverse event, and FDA doesnot so-find. Nor does FDA’s 
.i . . 

: I _ s, : ‘1 _ ), -,;c, h -.*i~, ,‘-“*.” :,v. -il. ni.+rr”:p‘r I,-. *i in, /,) . i ,., ” I I ! .’ ,.; ,/ .i ‘: ./ i _: / ~~, . . ” * ,( i requirement of “rnings repudi;te the prior (yc drug &;n6gii+K; -$ ,I:,.’ -. : :” r’:*: : ,_. . * 
:. , /, ..’ ‘ ,.. 1 ‘) / I : .^ .^ ,.. ‘“‘,“’ :r - ,* ,I “‘,,:.A-,‘.,‘ -;i a ,, ..,‘Yj ,,~ _’ ,:_’ ,_ >, _. ( 

monograph rulemakings under which the affected drug ~&&&have been 
. 

lawfully marketed: Rather, as a consumer protection agency,‘RDA has 
_.,,,‘,~~,,,,.“..,..,;..,:~,,~ i”” x’-,, rrL,L .,.el:“, c .: _. ) 

,_ I J_ ^” i.,., 
determined that warnings*are necessary- to ensure that these QTc. :drug- p$oducts ’ il ,. 1‘ ..: ,.‘̂ ’ :- L ,--.; L’, I, 
continue to be safe! and effective for their I‘abeIed’ ~~~~~~~~~ns‘~~~~~~~brdi~~ry 

. . . , / .^‘LI :,g,,“~-,-,” A<., ,.” _. . _ .’ 
..‘-,‘I 2 __ 



. _. . , ,_ ,~. >_ ?“‘\ .&“” ,” ““,_ __, - 1, 

FDA’s  decis ion to act in this  ins tam% need n&meet the s tandard ofproof ’ ‘. “. ., ,I, _ ‘ \ ._ __ + .j ‘-  i. , ’ 
required to prevail in a private tort action 

. tl\, ,.” x^*,I~x> .~ /d, +L x , .eIr 
(G Ias&&r v . Novartls  

,/(“A,* -,*,j* 1 ,jil I ,T., .,, * ., ‘ - 
.:. .__ If_ ., .,!- ^ _~,_,I_ : 

Pharmaceuticals  Corp., 252 F.3d 986, 991 (8th Crr.’ idq~)). T-o mandate%:” t 
; ” _ ‘*-- “1: 

warnings , or take s imilar regulatory action, FDA need not‘shoti, nor do we 3. ,, ,, ..“, (_ _ _ ,-, ,. ;.:. ,‘&.,Z” -,p., ) )  _ ,; .) , r:, I x  ; )  -, --.r ,: ., I. .,’ .~~ 1: _. *~.&A.” ,x_Ix ,,__ _” ,&7 l.jl . . ,, .-; ‘ 
allege, actual causation. For an expanded % c ussron.of case: iag su@‘orting 

” ,, : I., : ’ ,. 

FDA’s  authority  to require such warnings , see Labeling of Diphenhydramn-re-’ 

r< “. /“*c~“-..* 2’ ,, . . . \ _. -. , 1. 
subpart G , and that contains a nonmonograph condition may be initially ’ 1_ i - -  ..,, .) i 

j” “$5,;. i _) \ , .. _*. “.“> ,. -_.. ,,f,* .,: j i .,I”‘./ : 
introduced or initially  dehvere-d for intro&&ion $0..rnterstate commerce 

I 
; ,.,-_ ;, AL! .: , (, ,.,_ _, ‘,C ,.,“,~:.- ‘( >: ,: : \ ,;: ~C’ .:,: ” ^‘ ‘.*, ^‘>“. /, -7 or.*\., ‘.~” ‘: ,.‘. ,: .:‘.; .“*,j--&: ” :‘-y<. ,.& I: ;.. . 

unles s  it is  the subjec t of an approved NDA; .- -  -^ : 
” x I t _ jr” / . ,” ‘ “’ ‘,., ;’ 

. .., “i-  i. (. * -, ..I . . I *~;-~-+~,,. / .., LI <‘ .“_, . j .‘Z ,” “i. 
l 24 months after the date of publication of this  final rule in the Fed&%1 t -” 

Regis ter] for products with sales  les s  than*‘$i5$@@~‘;*‘~,‘~i’ ‘~ 
1 .“A_ SXi.,i”.. II , i <..‘̂ ll.*l/. , ‘/~%I ,n;.;. 1. <*i I 

l 18 months after the date of publication in the F~~~~~,~~@h”~r for ‘$iT  ” I_ “’ x  5” s  ‘_ ,,. ( i iI i-  
other such drug products. > “- 1; ;,, I, .J . ’ 1 j_,i . (  i.8. : _ . 1. ,.. ., ,,d I._,” ...l;) e_ - i, * ,” ,(_,“&. -*~ &“., .,+ _) ,+’ ,:, ,., !. ,d - i -, -*, : 

Further, any i- )TC drug product subjec t to th~sfi;;l~~“r;lit~‘~~at is  repackaged 



.,k.’ i-& ‘i”;r:Ih-.,~,,* *,A* ,“). / 
equity). Under the Regulatory Flexibility Act,‘if a rufe has a significant’im&ct “’ ” I 7 -* ,’ i-~“~._~. j r “” ,>;-.; *! :,,., .’ ” i. ,a-,,. 
on a substantial number of small entities, an agency must analyze regulatory- 

. _’ 
“’ . 

.; ‘u,.b‘ii,:““~?, .++.:: *,&&,‘n’ ih ,:&~5&%:4: I ~;,:?‘n.-:, ‘Li :i... :rh.a;L j ,. &,““.,G,**,wt>,;. .& 
before proposing any‘ rule that may result in an expenditure in. any 1 year by 

3”” -:.- :,:,- -“? 
(, ._ ., ,’ { (7-11 -. I _. .,.e,.: ,*;s i;.::kth<i“*. ,_ ~~+;.A‘.,,,%. -iJ :* : 

State, local, and tribal governments, in the aggregate, or- by’the p&ate sector, 
^.:i “~ ;r a : 1. 

I 
‘,-d, A&<:%.,. _)_i ~*$; I ., ^- I. 

of $100 million (a.dj”usted annuaily’for inflatiou). *. 
(_./ ._ .._ “.,Vi- .^‘)~o,. _.I, ., ,>.l b I .I ,, _ , 

,:. ,.‘ 

expenditure that .Gbuld ., x. ,I 



manufacturers will not 



However, a longer compliance date (24 months) j ,, “” 

with annual sales/less th&n $@,~@o, 
i. ~_ __ .,_ *- I _ ( __, ,~. .;- “’ 

OTC pediculicide drug products are not the 



Act of 1995 (44 U:S.C. 3501, @s&q.). Rather, the statement 
_-._- ” -__ . I x . gr i,;i* . ;/__- ii’.-: ,’ - 1 - 

directi,ons, and other.information are a ‘$ibhc ‘disclosure of info&&d& “.^ *- .-.’ ,. ,,- “, i. ,, i / (, ;< ,., * 1 _ 1 I -~ I. ._ 
originally supplied by the Federal government to’ the rec?pient for’the j&&se . .t. .~. “I/,* ? ,_ -:.; “>,. .~-‘~~~~,‘:$,,,,’ .+ __, , :.I 

,, I .,., ,. ..I \.^_ _,;, p, ;.. I ,. . 
that does not ind(&dually or cu&ula~~veiy~I;ave ‘a signi’ii.c.;T kffGct6ti.“$ ‘. sA%,.::.. _. .I. ,: ,’ -jr .._ “, 

i./_ ,, 
) : -, : 1_ ,. ” . .( ‘, :.-,b, ; _ ,_, , _ ,,^ . ,,., ,,:+ ~:, .,:‘ ,^ : 

human environment. Therefore, neither an environmental $sessment npr an -, ‘. IS ,,“.‘ : :, :. “- ,/Y I * / ‘I.i,, .I’;: 2, ; :: : _“_ /_ ,_ ,(,. _(,‘ 
environmental imipact statement is required. 

VII. Federalism , ‘, 
,) _^,., ._ -*%.-I j 2 “*I, .‘_ i_ “,.‘ “. :-. ..,-,i; : >( >j ,.“” . ‘3. : _> ‘j. +~..I-, I,.‘,> / *a, :. FDA has analyzed this final rule in accordance ‘with the”~;~n~~~~~s ~~~~-“’ 

,~ _ \ .-,, ._ “1, -“$ _. ^, I. * c. .a,,.. _ ..*, ,;r -i..i . * / _. .-> *-_ _. 
forth in Executive; Order 13132. FDA has determined-that ‘the ruie, does not I” -: .’ ..:. . . . .,* 1 :a,” ,:, ~.r .1.. .*i :., ,‘ ., L, , -...j . _, . _ _i:(, ,; -‘$, 
contain policies that have substantial direct ‘effects. o-n’the States;“on the 

” ’ 
.- i _s,., .“..,) _.r. 

relationship between th,e $Jation& &$&rment 
_ ._ , *a. :^,_ .,. “.S,, pi- , “_. *“. jr / ,.>, -‘i-,” _ I _. I:.,- :._. / ._, .-l _I 

and “the-States ‘or on the y.%‘.,-” “‘“d” ,+sr”+r.‘. .s,$t”y.,P __._ , . .._ _I ,. ,,,v e, .~, /1 _* _ __ -, , ,I a,-.,1 ^ “>. ,. 
!f 

“.,:.p ‘. .,_ 

distribution of power and responsibilities among the various levels oft’ j, -: ., -,;T ,. ; I _.,: ~” ,_ .‘. $- I) %j:.., (I_, I / *’ ,, ,I _I. _I 
government. Accordingly, the agency concludes that the rule.doks not ~c&ain ’ .- _/ , .‘, >’ ” -I 3 I., ,. .,! 
polic..es that have -federalis .mp;li~ati+;s’&~ defiFine;i’ &.?f,l-~~f-~~ie -&‘&&’ ’ ” ’ _li 

,_ ‘ * \ .- ,~: ‘-;~, .,:_ * .-7,: / ;.’ “, j- I_‘_ ,, .( ,& ,1 ,i/,.- _ 
and, consequently, a federalism summary-impact statement is not required. -^~,:.. ,. _ ._) _._’ / 
VIII. References’ ’ 

c . . _’ >- .- . . - _’ .:: ,i- ; . . ,_ _‘̂ ’ .- 7 
,. _. I 

-, I. ~ ;.1.,;. * i .* ~/,,_‘._ ,***,b,,s/, -j-: 1: ,‘:-” ,_,_, : i -:. I* 

The following references -are on display in the Division .of-Dockets ’ ._ ~,.? __ _, I ,,, _:_, .i: ‘- x I, .‘. ~ “‘AL “, A‘ ,,I_ , .- 

i-- 

,-,t ,, . ̂ , .\ b. _ 
rm. 1061, Rockville, MD iT)852’; &n&may be seen by interested persons between 

,. -. 



2. Fact sheet from King County, Washington State Government Serv’&s’~” / __ : , ,‘ 

“Uses,” thew.follo*irig: 
“‘“;&s;,,~~~*, .b &,,:>.~:‘~.*& .: :. /.. j )l_h. / 

“treats head, pubic (crab), and body ‘Ece:““‘&her truthful .I _ ; ;I*’ ‘_ i +.: ‘I, i .^ ” r. ., 
and nonmisleading statements, describing only the uses that‘have been r 



eyes with a washdloth or tow-e1 [bulletl’if pro’duct getsin‘ eyes, flush ‘with’water‘ :: _. .._, _i_,“_l”,l>, ,, x jl^ I( . .r,,$.r\$ :-CT. ~++&“~,“,.~A’~ ,.< ~.,. ._‘. “‘, -. I_1 I :...p )_ “.--:I 
right away [bullet] scalp itcbing‘or’redness r&y o&u~j~’ 

j ‘..^ 
,, . . _ I :’ ,’ kf >” 

(5) “Stop use :and ask a doctor-if [bullet] breathing difficuity occurs’ [bullet]_: _ _ ,“,’ 1, j..,-_ _. ., /i r:- 
“*\..I ./ ./ ” 

eye irritation occurs [bullet] skin or~scalp irritation &ntinuesbr infetitron ., 
,/ _  .*.a$,. ,f :‘- :: ,i; I*,. +k: / _  I, )I 1  j’. .:.., 

occurs”. L -_ ” ,’ .” Z’ \ . 3. _; * I ,,. :,.:,. ,i’ .“gF, ya,<.%;:. . ,;* +- :*:: (*FL ‘L : ;, ,: . 2 :.... ,I. .:>s. _.* ._,, n_,_” I. 
(d) Dir&fio.rj$ Th-e labeling of the product contains‘the foE&v&g 

:, ; ‘: ,,;. _’ ,I :. y -; , ;- 
I . .” _ ‘. ., ..i,, 

information under the heading “Directions”r:~“ “’ ‘_ ‘%““’ 
j. : .,, 

,, i 
,. ; .; I ~,,.: I ” l.._,,~.. I... ^, .,,,; /,.,, in ., _ / 

(1) The labeling states “[btillet] ‘Important: Rea~&‘wa’rnings before use;‘, . 
Istatement shall a$pear first -d-;. bold ty$e]. .’ -.::.’ .” .‘!: “’ .+ jr’“- ,.^. 

. ‘% .._, ,c,_I P : ., , _ _ .( __ 
, __ :5. _ 

LI, , _’ 

;, 

‘, 

. i  

“( 

/< _  

.- 



(4) Select one of the-‘f&o+ng: ’ ‘.. ; 

to (optional, m~ay add “dry”) hair or other’affected area. For head lice; first“ ‘- “- I i _I ,I). ,_a I. , .-., “L. ./ / -<‘a ,... .e,,,;. (*a” , ‘J.:.,,;: _ _ _, ,. ,l;l .I .; :’ 
-t+,, ,; I ‘” 

apply behind ears’ and to back of neck.. .[bullet] allow product to remain for - ’ ̂ “‘ 
j ( ,_j. , , j . _. _ ./ ’ ‘.’ 

/, :: ‘. .i. “.‘, ‘, ‘, ‘) _. .,^ ._,. :; _. ..,_/ ‘ ,cy &Q” 5 *.‘f.*, ,;:, 2: I y;, : . I:.!: .=._.: j- +p‘ ‘;,“. , .l^ _.,. _. , ,p I .,,_ r ,. ,,. .,- _ 4 
?,, 3’ 4, .,.. L .’ ‘;; >‘L z ,z, * : 

10 minutes, but no longer [bullet] ‘use v&m’water’tdform alather, shampoo, 
I . 



othertreatments”. 

“Other information” section on the outer carton or container lade) shafi ,‘j ,. 
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